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(SEQ ID NO: 103)and MBP-Cl25sw (SEQ ID NO: 104) with (i) a test compound and (ii) a fa 
secretase substrate, and selecting the test compound as capable of inhibiting Aj8 production if 
said 0-secretase polypeptide exhibits less 0-secretase activity in the presence of said compound 
than in the absence of said compound. 



8 1 . (Amended) The method of claim 78, which further includes administering 
said test compound to a mammalian subject having,a condition characterized by AjS peptide 
amyloid deposits, and selecting said compound as a therapeutic agent candidate if, following 
such administration, said subject maintains or improves cognitive ability or said subject shows 
reduced plaque burden. 



is 



84. (Amended) The method of claim 78, wherein paid /J-secretase substrate 
selected from the group consisting of MBP-Cl25wt (SEQ ID NO: 103), MBP-C125sw (SEQ }D 
NO; 104), APP S APPsw, and /S-secretase-cleavable fragments thereof 

85. (Amended) The method of claim 78, wherein said /3-secretase substrate hat 4 
sequence selected from the group consisting of SEQ ID NO: 82, SEQ ID NO: 83, SEQ ID NO 
84, SEQ ID NO: 85, SEQ ID NO: 86, SEQ ID NO: 87, SEQ ID NO: 88, SEQ ID NO: 89, SEQ 
ID NO: 9Q, SEQ ID NO: 91, SEQ ID NO: 92, SEQ ID NO: 93, SEQ ID NO: 94, SEQ ID NO: 
95, and SEQ ID NO: 96. . __ 



132. (New) The method of claim 78, wherein the /J~secretase substrate has a 
sequence selected from the group consisting of SEQ ID NO: 72, SEQ ID NO: 78, and, SEQ nf 
NO: 81, and, SEQ ID NO: 97, and selecting the test compound as capable of inhibiting A0 
production if said ^-secretase polypeptide exhibits less /3-secretase activity in the presence of tjie 
test compound than in the absence of the test compound. 

1 33 , (New) A method of screening for compounds that inhibit A0 production, 
comprising contacting an isolated jff-secretase comprising a polypeptide that (i) is fewer than 
about 450 amino acid residues in length, (ii) includes an amino acid sequence that is at least 90% 
identical to SEQ ID NO: 75 including conservative substitutions thereof and (iii) exhibits fa 
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secretase activity, as evidenced by an ability to cleave a substrate selected from the group 
consisting of the 695 amino acid isotype of beta amyloid precursor protein (/3APP) between 
amino acids 596 and 597 thereof, MBP-Cl25wt (SEQ ID NO: 103) and MBP-C125sw (SEQ ID 
NO: 104) with (i) a test compound and (ii) a jff-secretase substrate, wherein the jS-secretase 
substrate is an inhibitor of j8-secretase activity. 

1 34. (New) The method of claim 133, wherein the 0-secretase substrate has i 
sequence selected from the group consisting of SEQ ID NO: 72, SEQ ID NO: 78, and, SEQ ID 
NO: 8 1 ? and, SEQ ID NO: 97, and selecting the test compound as capable of inhibiting A/3 
production if said /J-secretase polypeptide exhibits less 0-secretase activity in the presence of t 
test compound than in the absence of the test compound 



le 



REMARKS 

After entry of this amendment, claims 1-134 are pending. Claims 78, 81-85, and 
134 are currently under examination. Claims 1-77, 79-80, and 86-13 1 have been withdrawn 
from consideration. New claims 132-134 have been added, and claims 78, 81, 84, and 85 have 
been amended. 

As filed, claim 78 recited "an isolated /J-secretes according to claim 37." Claiir; 
37 has been withdrawn from consideration, and claim 78 has been amended accordingly. Further 
support for the amendment to claim 78 is found throughout the specification, e.g., page 19, lines 
22-24 and 29-31. Support for the amendment to claim 81 is found throughout the specification, 
e.g., page 32, lines 17-20; page 50, lines 25-26; and ? page 57, lines 2-3. Claim 84 has been 
amended to include SEQ ID NOS. Support for the amendment to claim 85 is found throughout 
the specification, e.g„ Example 4. The amendments to the claims contain no new matter. 
Support for new claims 132-134 is found in claims 78 and 85 as originally filed, and throughout 
the specification, e.g., page 6, lines 1-7 and page 53, lines 1-4. 
Election of Species Requirement 

Applicants elect MBP-C125sw (SEQ ID NO: 104), SEVNLDAEF (SEQ ID NCf: 
83), and PI0-P4 7 (D^V): KTEEISEVNLVAEF (SEQ ID NO: 97), Claim 84 reads on MBP- 
C125sw (SEQ ID NO: 104). Claims 85 reads on SEVNLDAEF (SEQ ID NO: 83). Claims 13k 
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